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This information is the final report follow-up to 8EHQ-01-14866. Reporting is based on the following findings
in the 750 mg/kg dose group: 1. Multi-focal cortical nephrosis in males and females, and 2. secondary to
general toxicity, a possible influence on some reproductive parameters (i.e., a slight increase in the number of
estrous cycles and a slight increase in estrous cycle length, and a slight decrease in litter size in the F1
generation.

Summary: To evaluate the reproductive toxicity of AMS 21619 in a two-generation reproductive toxicity
study using Wistar rats, technical grade of AMS 21619 was administered via oral gavage in an agqueous
0.5% methylcellulose and 0.4% Tween 80 suspension to 30 animals/dose/sex at nominal concentrations of 0,
10, 100, or 750 mg/kg using a dose volume of 10 mi/kg.

During the study, adult animals were evaluated for the effect of the test compound on body weight, food
consumption, clinical signs, estrous cycling, mating, fertility, gestation length, litter size, and sperm
parameters. The offspring were evaluated for compound-related effects on sex ratio, pup viability, body
weight gain, and clinical signs. Gross necropsy evaluations were performed on all adults and pups.
Histopathologic evaluation of reproductive organs, the pituitary, liver, adrenal glands, and gross lesions was
performed on all P and F1 adults.

The following summarizes the findings from this two-generation reproduction study with AMS 21618 in Wistar
rats.

1. Body weight declines were observed in F1 males in the 100 mg/kg dose group and in P and F1 males and
females in the 750 mg/kg dose group.

2. There was an increase in food consumption for both the P and F1 males and females in the 750 mg/kg
dose group during the pre-mating period.

3. Compound-related clinical observations were urine stain and salivation prior to dosing, which occurred in
the P and F1 adults and F1 pups in the 750 mg/kg dose group.

4. Body weight declines were observed in the F1 and F2 pups in the 750 mg/kg dose group.
5. There was a slight decrease in the number of estrous cycles for P and F1 females in the 750 mg/kg dose
group, which was accompanied by a slight increase in estrous cycle fength. These findings were considered

to be due to toxicity in this dose group.

6. There was no compound-related effect on the time to insemination, pup gender, live birth index, birth
index, birth weight, number of implantation sites, viability index, or lactation index.

7. In the 70 mg/kg dose group, there was a slight, statistically significant, decrease in the F1 generation litter
size and a slight, non-statistically significant, decrease in the litter size for the P generation in the 750 m/kg
dose group. This finding was considered to be due to toxicity in this dose group.

8. There was a compound-related reduction in the F1a and F2a pup weights in the high-dose group.

9. There were no compound-related effects on sperm count, motility, or morphology.

10. There was a compound-related decrease in terminal body weight, increased liver and renal weights, and
a decline in thymic weights for P and F1 males and/or females in the 100 and/or 750 mg/kg dose groups.

11. There was a compound-related increase in the incidence of hepatocytomegaly and multi-focal cortical
nephrosis in both P andfor F1 males and females in the 750 mg/kg dose group.
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